PCT/JP2004/004331 



H * IS m Vf- Jf 26.3.2004 

JAPAN PATENT OFFICE 



v> * * ^ t — * * £ & IE 93 1" & o 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 



Date M of?p P Hcation: 2 0 0 3 * 4 B 1 5 B 



2003-1 10898 



ffi I f f ^ 
Application Number: 

[ST. io/C] : [JP 2 0 0 3 - 1 1 0 8 9 8] 



& m a 

Applicant(s): 



redd 21 MAY 2004 

WIPO PCT 



PRIORITY 
DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH RULE 17.1(a) OR <b) 



ft If St 

Commissioner, 
Japan Patent Office 



2004^ 4^300 








IE. 


II 

u I 



ffiSE*-^ WSEJRf 2004-3037320 



mm 2 0 0 3- 1 1 0 8 9 8 *J : 1/ 



[Sift] C1-A0306 

[HUSH] ¥^15^4^150 

l&mXimm) I^tB#ETI4T§ 16f 5f 

ift^] >bee mm 

IffiftXltmm] »W!)M»JR»r|i*n 1TB 1 3 5«i 

[jsa] mm a- 
mm &® 

imsm-^] 000003311 

[»J#-^1 100102978 

[flftfflj##l 100108774 



miE# 2004-3037320 



ij» 2003-110898 ^-v! 2/E 

/ 

[ttJMS] 2003^ 3^28H 

i^m-sm^] 041092 

21.000R 

®m i 

HMra] i 



HiSE^F 2004-3037320 



#M 2 0 0 3- 1 1 0 8 9 8 ^- v : 1/ 

/ 

warn. i ] k>7>x*-- ^ -o^M^ttPiw^^^i-^*o;#o 

[fflf^ 2 ] ^ yf - K h 9 > * # - * - #PepTlX »iPepT2"t? £> A . fflf 3tg 
5 ] lt^l~40v^tL^^ffi«c7)tn;#^^^i:1-^»«ii 

o 

[SNfcg 9 ] ^fKh7>^^^- ^PepTl t tz {±PepT2T-ab & . 
IW^l 0] ^7°^ K h 9>*#-*-J&n>epTrefc*. tt^t9(cf&4R 

1 2 ] YYyy^ * -^epTlt £{±PepT2T?&&, If 

^lltcfBmo^o 

[If ^ 13] ^7"fKf7 N /^^^ -j&*PepTl-efc^ If ^12Kffi 
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[0 0 0 1] 
[0 0 0 2] 

minium 

^7°^ K h 7 9 -rtfEffi S ti-C^Z> (^#if;fc:ifc 1 /J.Biol. Chem. , 270 

(12) ;6456-6463, (1995) , W&W?Xffli 2 /Biochim.Biophys. Acta. , 1235;461-466 
,(1995), $mWXM3 /Hoi. Microbiol., Vol.16, p825, (1995), 1 
/#HS¥6-261761, #^»2 / /#5i¥ll-172, #^^3 /US5849525& if) 
o K h7^^-^-ti^f Y<nmmfo^<D%LX*ftl 9 ^s*9MtM 

vxmmzftd h>mW}m^-f^-vv^>^^-9~^ ptr^t^ >j 

(##fP^3/Mol. Microbiol., Vol.16, p825, (1995)) 0 — & 
^^ATP&ftffl UTHM^^f d K>7 S /^ *°- 9 - fiABC7 r ^ V - KJR 

1-*(*##;fciU/Annu. Rev. Cell. Biol., Vol8, p67, (1992)) 0 

[0 0 0 3] 

^^f Kfy^*'-^- 14 S** 7?- Y\ Y V ^7f- ^O/h^^f- K 

^.^^^^$tt-CV^(^#fp^5/Ganapathy, Leibach. , Curr. Biol. 3, 
695-701, (1991) , ^#^ifc6/Nakashima et al., Biochem. Pharm. 33, 33 
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45-3352, (1984) . W%fff$M 7 /Friedman, Ami don. , Pharm. Res., 6, 1043-1 
047, (1989). #Nffp:£$£8/0kano et al., J. Biol. Chem, 261, 14130-14134 
, (1986). &!&WXffil9 /Muranushi et al., Pharm. Res., 6, 308-312, (1989 
). IP&WtJMl 0 /Friedman, Amidon., J. Control. Rel., 13, 141-146, (19 
90) ) 0 

[0 0 0 4] 

PepTl& X 0 f PepT2(i/J^T-^7°^- K £*fflJ&ft icflSt *) &tr -T £ K X * ® 

* # - * - t?2b *) . PepTl. PepT2& * K^tiT ^ J ^7081®. 7291H frb%2> 12E1 
JURM* W^Sf-C&& (#tlritl /J. Biol. Chem. ,270(12) ; 6456-6463, ( 
1995). ^#fr^i)U/Biochim.Biophys.Acta., 1235;461-466, (1995) . ^# 
fp^tffifcl 1/Terada, Inui, Tanpakusitsu Kakusan Kouso. , Vol.46, No5, (200 
D) o 

[0 0 0 5] 

PepTl & X t^PepT2 & p - 7 9 * A#Q£t>® * ^- > & t*<Dm%!) &to:&t 2> 
Zt$m£ZfrX^2>($FmW$Ml 2/Saito, H. et al., J. Pharmacol. Exp 
. Ther., 275, 1631-1637, (1995). WmWFXWll 3/Saito, H. et al., Bioch 
im. Biopys. Acta, 1280, 173-177, (1996). fmWFXMl 4/Terada, T. et a 
1., J. Pharmacol. Exp. Ther., 281, 1415-1421 (1997))o 
[0 0 0 6] 

PepTKi^^/MT^^t. wm, mmr-<D^m^mm^fix^^o ?evT2im 

K. J38. Jffi. &MX<D%mH%m-ZtiX\<>2>o PepTl. PepT2(i/Mli^^^-t 

^mm^mj-mmKm^. ttv^i t tm^z *ltv*& (wm*$M 1 5 /ogiha 

ra, H. et al., Biochem. Biophys. Res. Commun. 220, 848-852, (1996). 
ffJMl 6/Takahashi, K. et al., J. Pharmacol. Exp. Ther., 286, 1037-10 
42 (1998). 2M£i*\fcffiU 7 /Hong, S. et al., Am. J. Physiol. Renal. Physi 
ol., 276, F658-F665 (1999). INffr^tUt 1 1/Terada, Inui, Tanpakusitsu K 
akusan Kouso. , Vol.46, No5, (2001) )o 
[0 0 0 7] 



ffifiE#2 004-3037320 



#M 2003-110898 



^-v: 4/ 



/Cancer Res. , 58, 519-525, (1998)) , £ X £>T>epT2<OmRNAtf*fc: b 

£ t (^Mffr^dDU 9 /"Mi 1 lennium World Congress of Pharmaceu 
tical Sciences, (2000)) tm&ZtlX^Zo L^L&rt^ PepTliS J: lM>epT2 

(DrnmnmM^m^t^fmr^ o . PepTifc £ m^Ti<Dm^mM^-h zttz 

X *) ffimM<OMM & -5- x & ^S^ISfra «itf fc> fix v> ^ o fc 0 
[0 0 0 8] 
[#™D #PS¥6-261761 
[#W^m2] #^^P11-172 
[#^m3] US5849525 

1 1 J. Biol. Chem. , 270(12) ; 6456-6463, (1995) 

Biochim.Biophys.Acta., 1235; 461-466, (1995) 
m^Wf-$M3] Mol. Microbiol., Vol.16, p825, (1995) 
[^Bt^CSH] Annu. Rev. Cell. Biol., Vol8, p67, (1992) 
[#!&WfXfflt5] Ganapathy, Leibach. , Curr. Biol. 3, 695-701, (1991) 
[#%fWJM6] Nakashima et al., Biochem. Pharm. 33, 3345-3352, (1984) 
[##S^^7] Friedman, Amidon. , Pharm. Res., 6, 1043-1047, (1989) 
[W^lcmS] Okano et al., J. Biol. Chem, 261, 14130-14134, (1986) 
[imnJ:fflt9] Muranushi et al., Pharm. Res., 6, 308-312, (1989) 
[W&ffJcMl 0] Friedman, Amidon., J. Control. Rel., 13, 141-146, (199 

0) 

[3¥WVf3Ml 13 Terada, Inui, Tanpakusitsu Kakusan Kouso. , Vol.46, No5 
, (2001) 

[3ffiWF%Wll 2] Saito, H. et al., J. Pharmacol. Exp. Ther. , 275, 1631- 
1637, (1995) 

[#M#Ir^diU 3] Saito, H. et al., Biochim. Biopys. Acta, 1280, 173-177 
, (1996) 

IWmttMl 4] Terada, T. et al., J. Pharmacol. Exp. Ther., 281, 1415 
-1421 (1997) 
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Mffr^CfU 5] Ogihara, H. et al., Biochem. Biophys. Res. Commun. 220 

, 848-852, (1996) 

6] Takahashi, K. et al., J. Pharmacol. Exp. Ther., 286, 1 

037-1042 (1998) 

[fmftXWll 7] Hong, S. et al., Am. J. Physiol. Renal. Physiol., 276, 
F658-F665 (1999) 

i$F&W£Wl 1 8 ] Cancer Res. , 58, 519-525, (1998) 

[fP&f&C&l 9] Millennium World Congress of Pharmaceutical Sciences, 
(2000) 

[0 0 0 9] 

[§&w*m&: L£itir2> mm.] 

[0 0 10] 

[M * **"t * * ^1 

[0 0 11] 

(1) K h -©*&^lfl#IB*#^**lfcfc 

(2) K h 9 * -**Pq>TlXttPepT2-e**, (D KlBlROSMfc 

(3) ^^Kh9>*#-*-J&*PepTrCab^ (2) tcffit^tfi/fc 

(4) *S ?u-1-frfofal?%>2>, (1) ~(3)OV>-ftL^H|B«Oi(Lfl: 

(5) (i) ~ (4) <D\,*i t M^zum<om®.*m%}j&fr t-t&mwtjmmn 
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(6) (i) ~ (4) (D^-rfL^KmM^m^^^t-r^mM 

(7) mB$M"?$>2>, (6)fcum<D$mm 

(8) ^•/f-Kh^v^^-^-^^-i"*^*- ^yf Fb7>^*-^- 

(9) ^ K h 7 > * # - * - 3&*PepTl £ tz tePepT2t? & & , (8) HfBflO^ jS 

(10) ^ -ff- Kh7>^*'-^- ^epTl-C £> & . (9) Kg ?M<n~%& 

(11) ^7^Kb7>**°-*-K^1-£^#£. ^T^Kh^*^-*- 

(12) ^^f K>7>7#-^- # s ?epTl £ t±PepT2-C2b & . (11) 

(13) ^77- K>7 tf- 9 -*«PepTlt?*> & , (12) HIB«^>^fe 

(14) m^»-e$>^>> (ll)-(13)OV*rtL^^IB«<7>*j* 

(15) *jMWI&* t IlfiK*aBI&^**. (14) IcSBflRO^S 

[0 0 12] 

„ $ & tcSf^ LV>Ot±PepTlf ^tiPepT2-C2b . #^04 Lv»0»±PepTl-C** 

o 

[0 0 13] 

P<*T133J:lttepT20&afeBB?!k T ^ J WSeS^Wt^h *tTV>& (fc bPepTl 
I GenBank XM_007063. J.Biol. Chem. ,270(12) ; 6456-6463, (1995). hPepT2 : G 
enBank XM.002922. Biochim.Biophys. Acta. , 1235:461-466, (1995)) o 
[0 0 14] 
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[0 0 15] 

tvvm*. 

n - -f frfofc-C&o Xb£ *&R*et#4r^3fe^^mt? § & 7 * n - 
[0 0 16] 

. -r^x. fc^>i*?LS&*&*JB^£ 
&o aKOP*tt&»0*ft, «it»ar^an^>f ^*fflv>/i^ (W098/467 
77&£*) ^^mCt^rd ifc#T?S*o ^ttt, A^n^ /i/*J8Ltfc 
^^t^^T 9 -^ K h 9 %J&W}%£ LTgp64b 9 

yXyx^^7W^KWi^ (B^ttffiM^ #02002-1803 
51> #1^2002-164834) o 
[0 0 17] 

/^^V F— ~?<DftW^ tztk W\ 5^f^fV^Ojffi (Kohler. G. and 
Milstein, C. f Methods Enzymol. (1981) 73: 3-46 ) IfWiCTff ? £ 

fiLflco^amtt^tev^^^tt, 7)i''7$>m<oft&M.&* : %irz>&*fr 
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[0 0 181 

tjkUSJfrffcfcffi^*^ ii^-CiS (l?ix.il Carl, A. K. Borrebaeck, James, W 
. Larrick, THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Ki 
ngdom by MACMILLAN PUBLISHERS LTD, 1990#M) o JWfc&Kt^ >W *7V K- 

^<Dtmkfrhmmmm*m^xmfc<o^ffl& (v**ft) ocdna^^i-^o 

S W f *ffitftf>V««* 3 - K-r^>DNA^# <b tttUdT, CI tt4r^0^5e#IS 
(C1M) fcn-K^&DNAfc»fcU i*LS:im^^^-^a*&Oo *fc*± 

[0 0 19] 

K&^L£«fcTO&;tM^> Wittf, ^r^7 (Chimeric) *tl^ Mt (Hu 
manized) tfc#*^*«MTCfc*o BE»0^*ffl^T« 

. T^^trt^Onl^it* 3- K-t^DNA* htiL#0^#ISit^ 3- K-f&DNA 
[0 0 2 0] 

fcMbi«l*> WMt (reshaped) htttffcfc t: t£Lft<0*9Ltttt 

„ fcfc£JdT^^^tt;#OffiUttifc5fe** (CDR; complementarity determining r 
egion) *fcb«^*»tt^**^«l-fc*OT*9- 

(framework region ; FR) £ "7 fcUHH-LfcMlAKfll* 
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*t* (EfctNJftWffiS&KlS-f-EP 239400 > SB^frffiK&W* 
^•WO 96/02576#Rf0 o CDR%^lTllS$ ttS H b#t#WFR»±, ffiffitefc^J* 

V-A7-^tt07 5/^ttttU^ (Sato, K.et al., Cancer Res. 
(1993) 53, 851-856) « 
[0 0 2 1] 

Ztz, \l Yffl£<DWtt& } i>%nbtlX\<*2>o Mx-tf, H by V/^* in vitro 
t^SoM^>:WI^JS^Mt^»t«L> JSffci; is b 5 

in— ?mm, Mx.lZV266tM'kmt, W%^(D%£&m&Z^-f ZWim^t b#C 

(#^¥1-59878#HS) 0 tfc. is b&#flM£TO^TO 

lot b&#£fl*&1-a (S^#WmM^#^W0 93/12227, W0 

92/03918, W0 94/02602, W0 94/25585, W0 96/34096, W0 96/33735#flS) 0 £ h 

is b#Mfc7>f :79i;-&JBv>-£\ i ») i: 

#*>£n£>*LTv>& 0 is imfc^nSmm.*— (scFv) i:U7 

jft^i-a t b#L#<W^:$£ 3- K-fSDNAiByUSrSfeJfe-r* i t^ s T'# & 0 *nu 

ic^^-i- £ scfvodnaib^j^ <b ^ k * mwmm £$aMs KZ&M^ 99- 

^|L, t btt^SrflXWi- Sit^lSo i*Lf><?3^»i«ftl"e**)> W0 9 
2/01047, W0 92/20791, W0 93/06213, W0 93/11236, W0 93/19172, W0 95/01438 
, W0 95/15388 £ ## & £ £ & <, 

[0 0 2 2] 
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WHtltl^ (1) Pf?LM». CHO, COS, BHK (baby 

hamster kidney) , HeLa, Vero, (2) M&«fflttU T7'J*7^i 

)vmmmm, *&v>ii(3) m^mm, «x.tf. sf9, sf2i, Th5fr*f* s a&*tw 

&o MMtLTfi, ^rr-r-fT^- (Nicotiana) #0 x. (i — 4 T1~ • 
*? A (Nicotiana tabacum) ft*<G*fflJfe#fcfc*LT£ «K £*L&#;WU£* 
■*-*U*J:v» 0 ^Itttttli, Wm> m*.&> (Saccharomyce 
s) JL fllx.lft^^n^^ • •feUfi'J. (Saccharomyces serevisiae) . ^ 
fltlg. lill T^^^^W (Aspergillus) I, ^xtfT*^*^* * ~ 
*T- (Aspergillus niger) £ S> *LT V* * <, lR««ll6 i fir i ftffl «B 

miaift^fflv^m^^^o JWWjWfl&fctrtt^ (e. coio > «w 

U 3^fE«ESI$*t^ffllfl&*in vitro-C*g*-f-a i «9^#^#^tt^>o 
[0 0 2 3l 

©««»"e*o"CUv», Witf, mtnmfrtLXte, Fab, F(ab' )2, Fv, 
cFv). DiabodyjW*fe»*t*o «*.tf/<'<>f ^ 

Co, M. S. et al., J. Immunol. (1994) 152, 2968-2976. Bette 
r, M. & Horwitz, A. H. Methods in Enzymology (1989) 178, 476-496, Academ 
ic Press, Inc., Plueckthun, A. & Skerra, A. Methods in Enzymology (1989 
) 178, 476-496, Academic Press, Inc.. Lamoyi, E. , Methods in Enzymology 
(1989) 121, 663-669, Bird, R. E. et al., TIBTECH (1991) 9, 132-137#RS 

) 0 scFvfi, m t fcmmmmtmvmmtz&mirzz.ti l z£y)n<btiz> 0 -^s 

^Ltii§tLl> (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S. A (l 
988) 85, 5879-5883)o K^fc* tfL*MW*tt, *H«#fc*t 
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<b*t£ 0 scFv&n- K1-£DNAl±. flTSB&#<OH0£ fcttHglV^i** 3- K1"£DN 

i-&77j^~-ttZm.fr&te J £-cm^ : f2>Ztl l z£ *)Wbti2>o tfz, — B_scFv 

t^ti^o Diabodyte. pT^^ti: pT^H^* V -mx&&Lfz7 7 
>Y (Mx.it, scFv^) (J^T> DiabodySrflt^f^^^^^Vh) £2o*£^$ 
*Tr:*#ft$*fc 2o<^VLt2o<^VH£^tr(P.Holliger et 

al., Proc. Natl. Acad. Sci. USA, 90, 6444-6448 (1993) > EP404097-§\ W093/11 
161-5§\ Johnson et al., Method in Enzymology, 203, 88-98, (1991) > Hollige 
r et al., Protein Engineering, 9, 299-305, (1996K Perisic et al., Struc 
ture, 2, 1217-1226, (1994), John et al., Protein Engineering, 12(7), 597 
-604, (1999), Holliger et al,. Proc. Natl. Acad. Sci. USA. , 90, 6444-6448, ( 
1993) > Atwell et al., Mol. Immunol. 33, 1301-1312, (1996) ) Q 
[0 0 2 4] 

^(Dim^itLx, ^v^ioyyv^-fr (peg) m^m^t^L 
^Mfffln-t^T-i^o fomzmM&m&jum, ^mmm, mm 
m& h * i/ ymvmmmm&yvn & ? zm&i- & - 1 i> nmx^> & 0 ^ <d x % 

mmmVoii, ftbtitzfomzttm^imZMi-z. t Ciotp -r ttfx% 

& 0 m*?)^MJim±z<Dfi-miz£>\,*x, -rxizm^t^x^^o 

[0 0 2 5] 

&§t>WXi%m £ *t^>^#:(iz:mJ|f ^14#L#(bispecif ic antibody) X&oX & 
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[0 0 2 6] 

tri#:<7)^il»^i±St^^^^^^ (08*.tf> WO00/61739. WO02/31140 
[0 0 2 7] 

v> &<&£n<7>#v£K «£ «9 fflS-T & - t £ & o #!! tf, -7 0 u T-f 9 A & 

#-e^^> (Antibodies A Laboratory Manual. Ed Harlow, David Lane, Cold Spr 
ing Harbor Laboratory, 1988) o 
[0 0 2 8] 

*n:#OjrLJ^^fg14 (Antibodies A Laboratory Manual. Ed Harlow, David La 
ne, Cold Spring Harbor Laboratory, 1988) (DmfcW*<k&^WL*®.mirZ> d 

^-e§&<> «*.wr. elisa iwmm*ftmiMVfe&) ^ eia mm^mmm 

[0 0 2 9] 

<)x^r/7'n7fr/^ ELISA ^ EIA (USt^L 

&m$E&) . ria mmmmm . m^s^^ *ie^9X*>*i»5Wfc«: 
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[0 0 3 0] 

SCtf t:i *) mmirZ - t § £ (#M2002-96038, ^EKSiPnOliBIH-ai 
[0 0 3 1] 

tLM&vmm> mm. mm, &&m, %m> -xmm^^mmmxh^ > 
s-rmiu *r<z>*oi&«?, TOiwtu«ffl§*i*o 

[0 0 3 2] 

#tl-&o S:##tLT{±, #ix.J£> — 0lco§#Slkg*^OO.OOOlng*»?)lOO 
Omg^$SfflTii^££^nrfgT-&£o ^^V^ii, Jfc#*ifc ^ 0.001-1000 

otlSHtt^) <I £ffX*% Remington's Pharmaceutical Science, la 

test edition, Mark Publishing Company, Easton, U.S. A) , BXttKffi&S *l 

[0 0 3 3] 
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$1 Kum £ *t& *> <o -e i± & 

[H»J 1 ] gp64TgMK J: &«^Tl&#fER 

PBSfcfKiS L/ilmg<^^ >/N°^ilCffi^i-^>PepTl-BVh200ng<7)'gBI^#^^gp6 
4f7>^^x-^7-)^ (#M2002-180351) ^^T^#J"T Z&iz i *9 #JHI& 

m*n<Dtz 0 &&<DftmmmzwmLtzm M g*>s*?mftM<D?epTi-wt {tz 

yt/g^V^N'^fiffi^OPepTl-BV^rJl^f D^ofco 

P3U1«£ OMM^^^fo * * y --V^iiBaF/3-PepTl»^fflv^7tFAC 
Srffo^Co HOaF/3-PepT2«*Mv^cFACStcJ: ^PepTl^ftto^-r*^ 
/^n-^Mfrft (^U->113. ^n->H9. ^n->253) &tf3ZL*:o 
[0 0 3 4] 

[14c] ^ »J v ;Hf;V n y > & f«^50 ^ Mfc & & £ 9 KHBSS (pH6. 0) -?;i&JR t 

> iiiiaf;, tit, KY?evTi<DMmftmi$t*wm.i-2>-?vxm ; e; ?u 

—fflstim n->119, ^n->253, *n->ii3) £ #£iftjg200 ^ g/mLH & 
* id^PBS-C^flU Wiaf; 0 N*3»t'His-tagS:#JnL7fePepTl|&aW 

frxmrnztetinL, BJBzmf&mtit 0 i^m> *.^ltv^hbss (pH7.4) (m 

jh^-e2ia^L^o I7^v^^»y>fl/-y3 >/^7iW:|U * 
[0 0 3 5] 
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#fcTWPwTl*&tt**MSfc LTlOOT^LTto 3ffi3g<7>fcLt: bPepTl-^/ * n- 
± /MftflttXpT, fcfrJ&fcJt^T ? n - vii9t?#&20%x * n- >253-C^10%OPepT 
mte*lfi#Lfco £<^PepTl©1£lfi#{«ftftJ (Students t «bg) K**"C* 

fee 

?n~V1190CDROT5 y&IB^J£IS?iJ#-^ : lK^cLfco 
[0 0 3 6] 

1 ] AT-264<£PepTl?S14PlWfjMB 
AT-264tiTSB*3S5S:-C^$*L&fll5t*^r UTv^o ^fc^tf*^*- K h 9 > 
( PepT ) <affi^J^fc&£fc£&T4>£l&K£ Olg&Lfco 
[0 0 3 7] 




[0 0 3 8] 

v^^-t«|ffi^*fflfl&1*BaF3^li Y?ep?l*&®m$LmtfcfflJ& (J»T. BaF3/Pe 

® t 14 C] jTV 9 s =r v >- OfflUfe^Oflfc *) »±«St^ W K $ tt/c (13 
2) o EUiJ:*K AT-264tiPepTlO« : Sria#1-^ii:^^^'t ; &c)7to 
[0 0 3 9] 

2 ] at-264o b > #ra$cAsPc-i km-t & mumm% UflMB 



tiifE# 2004-3037320 
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^-v: 16/ 



AT-264£RPMI1640-10mM Hepes (&T\ ^tB&i") '> 0.5% 0.5% 
DMSOT^U 2.5nM AT-264i§»PS£L£ 0 ttz* £0»jfc*J&*'C#JRL 
TO. 625& ?>W:0. 0625mM AT-264j§«[S:P» L£ 0 
[0 0 4 0] 

t: h#fli^1*AsPC-l?r50%FBS^'^tf^t?5Xl0 4 «/mLHPML7to iOg 
£40 //I/well (2X103«) TCollagen type In- hgf*096well7'l'- 
Mc|f#, 160y«L<7)AT-264?t^^^DL/Co (X^ >*^-*--C6Bl^g^L 
(J&*2B^^100units/mL^^-> V >> 0. lmg/mL* "7° h ^ <f V > > 

[0 0 4 1] 

EI 3 KfflJ&mteUMiB%:*7FLito 2mM AT-264^TTltJ30%, 0.5mMT*fc5gT 

^li^s^iimJiWPty^fe&tLfeo MMtr-e^iiiiM^-c, aspc-i<7)^ 

^-fkt4AT-264^£T-Cfe^,e>tL^^o^ 0 RT-PCRO^^^. AsPC-lT 

(iPepTl(0^m^ s PepT2lcJ:t;^T^T^o7t:o JJUiJ: »K AT-264tdi * jfflfl&iUJil 

[0 0 4 2] 

[#f«3] AT-264^PepT2^ttia##ffl 

^*#Mfi*«*S&aF3Kfc hPepT2*3ftftll|&3S$*fe«Bll& (&T\ BaF3/Pe 
pT2i:B&1-) &ffiv>-C, AT-2640PepT2ffi$|g*4:«lt Lfto ^Oifefc, Skills 

5t [ 3 h] ? v v /nf ;v n v > ^«r*i^o^ o i±»ae^fi& k $ fitz m 

4 ) o J^_L «fc «9 , AT-264tePepTl<£>^ & £ 1\ PepT20|itg * & £ t tim h 

[0 0 4 3] 

4 ] AT-2640 fc h PM0^BxPC-3tcM , t ^>j^JI&*i?S?P$IJ^ffl 
AT-264&RPMI1640-10mM Hepes, 100units/mL^- v V 0. lmg/mL* M/t/h 
Wv> (J£JIT> J&iftfcl&i-) J.5U^HK 0.5% DMS0Ti#fi?U 2.5mM 
AT-264»«[SrlH«tfeo ttz, £O#«t«rJ»**e#RLT0. 625 ^CHcO. 0625m 
M AT-264^^ £ HM t fc 0 
[0 0 4 4] 



mtE# 2004-3037320 
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B X PC-3^50%FBS^^tf^m-t?5X104^E/mLicpmL^o £O«il**40/*IA 
ell (2X103»L) -CCollagen typein-h^096weliy^- M^i. 160^ 
W>AT-264»«t**ttIbfco a) 2 ^>*^-*-^6BF^«U **6Bfcfc£ 
M^fcMTS assay-e^fi^L/Co 
[0 0 4 5] 

H5H«WiJiWWfi***^ 2mM AT-264#«T-e^75%. 0.5mMT^&20 

»±AT-264fftT-et^fe*L4^ofeo CT-PCR«>tt**&. BxPC-ST^PepT 

ZOWWriK^tW-C*^. mJiiO. AT-264HJ:*«lfeli«[«l«i«4 

[0 0 4 6] 

5 ] gp64h7>*v^~^^*^^ 
gp64h ^^^^li#K2002-180351^IB«<0^rffi^fl6o-Cf» 

1) gp64h7>Xv^- y $"<**-4>*Sfc 

0>640«3«W (GenBankAcc No. 9627742) LBcaRIMME*! ^KOZAK 

@E?iJ£5' **fc**Wpri«er 64F1 hEcoRIf«ie?'J£5' &3'primer 
64R1 (H6) J^TO^-ePCR^^fo/Co 
[0 0 4 7] 

PCRJRJ6*«^*Ufctt* xlO ExTaq buffer 5 M U ExTaqttHdNTP 4^L, 10/,mo 
le/L 64F1 1/.L, 10/zmole/L 64R1 l^L, 500 pg/^L pBac-N-blue l^L, 5 uni 
t/>L ExTaq 0.5/iL. diw 37. 5 M Lt Ltz 0 R^>-^^^^^^^ 

O 

94*0 5min — - 

(94'C 15sec, 57*0 30sec, 72*0 30sec) x 25 cycles -* 
72°C 7min. — 
4*C forever 

[0 0 4 8] 
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WffiZtLfc'*> E.coli DH5« £ h 7> 

X7*-AVtz 0 T?ti ZTfiSPG? 7 4 ^-iM^X colony PCR=HtV\ >f 
h^ 5 Tf|^$tL7t^n->^fflV^TABI Prism377 DNA sequencer ^BigDye Cycle S 
equence kit tn^y <f v^(±SP67°9 >f v-t* J: 0&3£E?»J«:flF*f tgKl 

O aUS^ £ ^ n - y £ 11 L7to :©^n->H ^S@E^J fcggUrt* A o T 
& ^il t fcgp64 * -g-tr Bf Jt £EcoRI £ J: 9 -SO *> til U H £ < EcoRI * -y 
h LfcpCAGGSlKJfAU E.coli DH5 a £ h 9 >X "7 * - A L/c G l&fHI^^ 
n->^250mL<DLB^^fflV^37 , C-e— BWHSU Endofree MAXI kit£JEv>Tffi 
mU581.6/ug<7)7°9 7,< K£#£ 0 

[0 0 4 9] 
2 ) itf^OSX 

>v?i^ va >fflDNA"7 7^^ > Hi, ^ tcLTlimt/Co £-fgp64 

itfcT-£#A t fcpCAGGS'** * - (pCAG-gp64 ; ® 7 ) Sall*5 X tfPstl-CflfcS 
Lfc^ gp64jt^*^trWf>i-(#&3.8kb) 3 S:«J>3aiL7t:o £OBffi-(ffi3.8kb) Sr. 
Gel Extraction Kit (QIAGEN) KXty 0JRU 3ng/^ IK** J: ? tCPBS-C*^ 

[0 0 5 0] 

DNA-79^^>h^^Ai-^>^">^m^lP(i, XiOXlKLXmULfZo "t 
48B#W&5 i.uOhCG^JEKP^lg-^i-^^ii^ioT, IllftIL/io iOlU^ 

[0 0 5 1] 

«T«dWIP^fi£ALfe (^->^-^-r^f >^<7)ftff^#f (^±1±) . 190-207 20 
00) o DNA7 9^'^ > >£3734®OBWcJ!E^£AU 1H> 2«S8^l&^tT 
v>£JI£2164H^ ^*glBBO^#m<7)|p^tcJtffl!J^^«9101itlr^ (lE&fcl92 

(MB*m) ^fil^o 

[0 0 5 2] 

ffiSE# 2004-3037320 
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[mm 6] PepTl§&ma}^^n^;V* (PepTl-BV) OH 

^Lfco PepTUi. HSfT^^7^'f-^t^ 0 PepTlO^H^Sn 
-C*)^>(GenBank XM.007063, J.Biol. Chem. 270(12): 6456-6463 (1995))o 
[0 0 5 3] 

\L h^Bt^^^^^-^'bPCR^ffi^^^SOPepTljt'fST-^^lt^o yt£ 
SO ^ hPepTlitfc?-£pBlueBacHis2A (Invitrogen) [Z^Xirh C: £ t? b 9 > * 
77 _^^^_p B lueBacHis-PepTl^i«L^ Bac-N-Blue transfection kit 
(Invitrogen) £fflv>-CBac-N-Blue nfcfc#fc h T-'t* *-*Sf9*i 

^^Xi-^-i:^^bPepTl|&mfflffimx-^'f^^^^° 4//gOp 
BlueBacHis-PepTl£Bac-N-Blue DNAKiU*-. ^ ^> HlmLO Grace ' s^(GIBCO)20 
^LOCell FECTIN^m^in^. «DU £»T»15#IH»*b;fcfc. Grace's** 
-ei!ll^L^2X106i®OSf9,TO«TL/io ^-C4^#fit^ £ M:i2 
mLO^^(10%^v^6JflLVt(Sigmatt^)> 100units/mLO^- v 'J Rtfl 
00,zg/mL* h ->^(GIB(»-BRLtt*)*'&trGrace , fiJ&*)*in^. 27TC 

X^IL/io ffiRttJftiLHJ: *fNR**Lfcfc hPepTl^ffl&m*^^** 

[0 0 5 4] 

t hPepTi^^mi-^m^M^-r^^oi^m^mToj: 9 \,zLxft<?tz 0 -t* 

(2X106/tt)*=«»£**fco 271^3 BW*«Lfcfc. ****8OOXtft?150*l 
»*45.000XrC30*W*frLfc^ ifcW»*FBSH«WU 3 &fc800Xg-C15#* 

£PBS dli b & O * Hi^M ^^Wlfl'fcUo 
[0 0 5 5] 



*OTi*e>fcJ:o-C. PepTH^f hM**"*?*- K 
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[0 0 5 6] 

SEQUENCE LISTING 
<110> CHUGAI SEIYAKU KABUSHIKI KAISHA 

<120> Antibody inhibiting transport activity of peptide transporter 

<130> C1-A0306 

<150> 

<151> 2003-03-28 
<160> 1 

<170> Patentln version 3.1 

<210> 1 

<211> 118 

<212> PRT 

<213> Mus musculus 

<400> 1 

Gly Gly Gly Gly Phe Gin Val Gin Leu Gin Gin Ser Gly Ala Glu Leu 
15 10 15 

Val Lys Pro Gly Ala Ser Val Lys Leu Ser Cys Lys Thr Ser Gly Phe 

tBSE# 2004-3037320 
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20 25 30 

Thr Phe Ser Ser Thr Tyr He Ser Trp Leu Lys Gin Lys Pro Gly Gin 
35 40 45 

Ser Leu Glu Trp He Ala Trp He Phe Ala Gly Asp Gly Asn Thr He 
50 55 60 

Tyr Asn Gin Lys Phe Thr Gly Lys Ala Gin Leu Thr Val Asp Thr Ser 
65 70 75 80 

Ser Ser Thr Val Tyr Met Gin Phe Ser Ser Leu Thr He Glu Asp Ser 
85 90 95 

Ala He Tyr Tyr Cys Ala Arg Gin Arg Arg Tyr Asp Tyr Asp Trp Phe 
100 105 110 

Ala Tyr Trp Gly Gin Gly 
115 

PepTl®ttOffi«F*tfetiJLfejgf*S:^-tia-C*-So V 4 /W*IR-hOPepTlflH£tiU 
V J )VX co [14c] ? V v;Hf )V n > <dHL 0 t LXWlfc L tz 0 T- * l±W 

*Sj±SD (n=3-4) T^LTV^o 

[El 2 ] BaF3*HW&^iJ»taAT-2640PepTlfil#|g«r^-rigt?**o 

[ni3] AT-264ot: h mmmmsTc-iKn-r^mmmmnm^m^-rm 

X~&2>o 7*-^«¥*^±S.D. (n=3-4) "e^L/io 

[HI 4] BaF3/PQ)T2H^»t&AT-264OP^pT2ffi#|g*^0-e**o 7*- 

miiE# 2004-3037320 
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^}i^±S.D. (n=3-4) X^Ltz Q 

im 5 1 AT-2640 t: > #M«BxPC-3^^1-^»^^^J^I^^^1"EI 
t$>^o t-*-?&¥^±S.D. (n=6) -e^U/Co 

[m 7 ] LfcpCAG-gp64^ * -0^at^^i"H'C^)^>o 
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#0 2003-110898 



1/ 



[***] mm 




Mm <7P— >113 ^7P— >119 >253 




0.01 0.1 1 10 



AT-264 (mM) (jgJt) 
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[HI 3] 




0.0 20.0 40.0 60.0 80.0 100.0 120.0 

mmmmmm (%) 

[H4] 
50 r 
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m7] 

Sall(l) 



SnaBI(357) 
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[mm*] »»# 
mm 

mm, mmmimmmt lt. wjttf^o^^Hf^ofliffl^iB-c*** 



ffiBE#2 004-3037 



mm 2 0 0 3- 1 1 0 8 9 8 ^-v : 1/E 



C1-A0306 
¥J&15^ 7J3280 
#^Jt«W fft 

#M2003-1 10898 

000003311 

100102978 

WB] 2003^ 3 J! 280 

[£M#-5§-] PCT/JP03/03975 



tBSE# 2004-3037320 



[M«] 

[am hi 

[#S±3 



2003-1 10898 



#fFffiJM<^#-^ #12 0 0 3- 1 1 0 8 9 8 

50301248406 

JB^f 8 6 4 0 

ffj&B ¥E15¥ 9 J! 2 0 



[WW**] 

l&ffi'JUtMffi] 



000003311 

IgltEfri 5T§5f If 
100102978 

^m±i$7fj3NW 1-1-1 K$^> < * * 6 



aiiE# 2004-3037320 



mm 2 003-110898 



^- v : i/E 



m m a 



wt If Wl 



#f 



1 . B 



[00000331 1] 
1990$ 9 5B 



mtE#f mtE#2 0 0 4 - 3 0 3 7 3 2 0 



